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background: Coronary angiography presents several limitations for the evaluation of left main (LMCA) stenoses, due to several reasons: 
short length, frequent overlapping with side branches, lack of a reference segment, reverse tapering. Fractional flow reserve (FFR) is a 
useful tool for functional evaluation of LMCA stenoses, but is rarely used. Very recently, an adenosine-free, alternative index has been 
developed, the instantaneous wave-free ratio (iFR), which could further simplify the measurement. However its performance for evaluation 
of LMCA stenoses wasn’t explored yet.
methods:  FFR was measured under maximal hyperemia (i.v. adenosine infusion at 140 mcg/Kg/min). iFR was measured as the distal-to-
proximal pressure ratio, measured during the diastolic wave-free period, as we previously described in the Forecast study.
results:  A total of 52 measurements were performed on angiographically intermediate left main coronary artery stenoses, included at 3 
italian centers. The comparison between iFR and FFR showed a significant correlation (R=0.71; p<0.001). At ROC analysis, iFR revealed 
a good diagnostic performance, when compared to FFR (AUC=0.87; p<0.001). Applying the currently used iFR cutoff of 0.90 and the 
FAME-validated FFR cutoff <0.80 resulted in diagnostic concordance between iFR and FFR in 83% of cases. Five of the nine discordant 
measurements where iFR-positive but FFR-negative, while the remaining four where iFR-negative but FFR-positive.
Conclusion:  This is the first study demonstrating that the instantaneous wave-Free Ratio is a feasible and promising adenosine-free 
alternative to fractional flow reserve for the evaluation of LMCA stenoses. If confirmed in larger populations, these findings could be of 
relevance a real world setting. However, attention should be paid to understand the reason for discordance between the two methods. 
